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EXHIBITS AND APPENDIX
(e —— 137 <4,
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1) t
Exuisrr 1 i ceae
NATIONAL ACADEMY OF SCIENCES - NATIONAL RESEARCH COUNCIL

Report
of
Special Committee Advisory to
The Secretary of Health, Educarion, and Welfare
To Review the Policles, Procedures, and Decisicns of
The Pivision of Antibiotics and the New Drug Branch of
The Food and Drug Adminfstration

A. Mission - This Committee was appointed {n June 1960 by the President

of the National Academy of Sciences at the request of the Secretary of Health,
Education, and Welfare. It was asked to review the policies and procedures
used by the Food and Drug Administration in reaching decisions concerning the
acceptance and certification of new drugs, i{ncluding antiblotics, and the
scientific soundness of the decisions made in recent years. The Comnittee was
also invited to present such recommendations as it might consider desirable
for the protection of the public health through the functions of the FDA.

B. Procedure - The Committee met on 28 June to plan {ts activities and
agaln on 8 September to discuss its findings and formulate its recoumendations,
In both meetings it had the assistance of representatives of the Secretary's
office and the FDA, who cooperated by providing pertinent informatf{oan and ans-
wering questions ari{sing from the study. The necessary legal steps were taken
to perrdt members unrestricted access to the FOA f{les. In addition, an ex-
tensive file of documents concerning the law and regulations, policiles and
procedures, staffing and organization, and other pertinent matters was for-

warded to each member for background and refexence. (A lisc of these docu-
zents 18 appended.)

It was at once apparent that the Committee could not hope ia any reason-
able period to examine all, or even a large proportion, of the thousands of
voluminous applications for certifiable antiblotic preparations and new drugs
processed under the Federal Food, Drug, and Cosmetic Act in recent years, It
was therefore decided that the members would select for detailed study a
limited number of preparations which they considered to be of especial signi-
ficance. In all, 29 applications were reviewed, covering 3 preparations of

certifiable antibiotics, 14 of antiblotics classed as new drugs, and 12 of
other new drugs.

C. Conclusions - While the proportion of decisions studled was neces-

sarily small, the Committee believes {ts sampling to be sufficiently repre-
dentative, particularly of preparations which have been the subject of some
controversy, to provide a reasonable basis for conclusions as to the perfor-
rance of the FDA staff {n protecting the public health.

Taking {nto account the limitations of the FDA's authority, funds, and
scleatific personnel, the Committee found the decisions it reviewed accep-
table, despite certain deficiencies in the quality and quantity of the data
“pon which they were based. It found na evidence of disregard for the public

tealth, and noted that appropriate action bad been taken when hazards vere
c¢tablished by subsequent clinical experience.

Jois 132
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Nevertheless, the Committee concluded that certain weakresses inherent in
the existing law and current staffing and budgetary support hamper the FDA in
i{ts task of protecting the public health. Accordingly, it has addressed its
recommendations primarily to the correction of these defects. The increasing
rate at which medical research i{s expanding and new and powerful drugs are teing
developed is multiplying the number of potential hazards to be controlled.
Therefore, the Committee believes it essential that these recoumendations be
acted upon with the least possible delay.

D. Recoumendations -~

1. The FDA should be given statutory authority to require proof of
the efficacy, as well as the safety, of all new drugs. Treat-
ment of a patient with an inefrective drug in place of an effec-
tive one may jeopardize his recovery. This is true even though
the drug may not be intrinsically harmful, and even though the
specific condition for which the drug 18 given may not be
ordinarily regarded as life-threatening.

2. The FDA should te given statutory authority to require manufac-
turers of new drugs to maintain records and submit reports of
clinical experience and other relevant data, not oanly before
but atter the drug is released for sale, as requested by the
Commissioner in his proposed Factory Inspection and Drug Amend-
ments of 1960. Any evaluation of a new drug is subject to
revision in the light of broader experience, and the FDA must
be in a position to advise the profession and warn the public

’ promptly whenever new hazards arxe revealed.

[ 3. The FPA should be given statutery authority to apply certifica-

' tion preocedures to all ancimicrobial agents used {n the prophy-

i laxis and treatment of infectious diseases. The Coumnittee sees

' no reason for limiting certification to those antibiotic prepara-
tions which happen ta have come on the market prior to 1950, and
further believes that all agents employed for equally serious
conaitions should be subject to equivalent measures of control.

4. The Committee recogni{zes the {mportance to the public health of
ensuring that all drugs are prepared under the highest standards
of quality control. It therefore endorses the Commissioner's
proposals in the Factory Inspection &nd Drug Amendments of 1960
to clarify and strengthen existing {nspecticn authority, and to
require that all drugs be manufactured and packaged under ade-
quate controls.

3. [lne Coumittee believes that the information supplied to physicians
conceraing drugs should be not only accurate, but also complete,
and that the date c¢f such tnformation 1s essential to 1ts proper
evaluation., It therefore endorses the proposed amendments to
present labeling requirements published by the Comrissioner ia
th2 Federal Regi-ter for 22 July 1960.

220
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The Committee considers that the advertising of pharmaceuticals
requires more careful regulation than that of products unrelated
to the prevention and cure of divease. It therefore recommends
that careful study be given to the problem of coordinating the
supervision of labeling, promotional materficl, and other adver-
tising of drugs, now divided among several agencies of the Govern
ment, and to means of ensuring that all information concerning
drugs conveyed to the profession arnd the public by whatever media
be in conformity with scientific fact.

When a decislon has been reached concerning an application, a
statement should be prepared and incorporated in the file sum-
marizing the conclusions, the names and opinfons of those involved,
and such other data as may be necessary to provide a concise re-
cord of the basis for the dezision. This should be of great
assistance in the administrative review of current actions and in
the sclentific review of the files in relation to subsequent
applications, as well as when the advice of consultants is sought.

The staff members responsible for processing applications should
be supported to the utmost in their efforts to obtain submission
of truly dependable scientific tnformation on the efficacy snd
safety of the products. The data initially submitted by the manu-
facturer are not always of sufficient quality and quantity to
permit a sound decision as to the merits of the product.

The FDA should be strongly supported in its effort to maintain a
research program of hign quality on the methodology and standardi-
zation of drug testing and related areas of basic sclence. This
is important not only to improve the methods available for
carrying out its responsibilities to the public, but also as an
aid in recruiting and retaining competent scientists on the staff.

The Committee urges the Commissioner to seek such authorizatiom
as may be necessary to establish an advisory organization of
scientific and technical experts as a recognized resource for
advice on criteria, procedures, and policies for the execution
of the responsibilities of the FDA.

It 13 recognized that these various recomdendations Cannot be
carried out without expanded resources, both of funds and of
personnel. The Committee also considers that the present re-
sources of the FDA are less than adequate to meet existing res-
ponsibilities. It therefore urges that the FCA be granted the
authority and funds required to employ and retain larger numbers
of highly qualified personnel and to support thelr activities,
and endorses the recommendations made to this end by the Citizens'
Advisory Committee im 1955.

. Approved 27 September 1960
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. attachments:

-
;
¥
Femorardima, Background Information for the NAS Committee from Buresu of 'j
Medicine, 28 June 1960 2

i A. Pederal Food, Drug, and Coswetic Act
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v

§
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Comments by the Secretary of Health, Education, and Velfare,
Arthur S. Flemming, on the Recommendations of the Special
Advisory Comittee to Review the Policies, Procedures and
Decisions of the Divisinn of AntloZotics and the Nev Drug
Branch of the Food and Drug Administration

[,

Recommendation Corments
1 I concur in this recormendation ttat FDA be given
statutory authority to require procf of the efficacy,
as vell e3 the safety, of all new drugs. There are
nov two significant concepts on the basis cf vhich
the Food and Drug Administration does, im fact, require

a cemonstration of the efficacy of new drugs defore

% applications are cleared, namely, (1) when the drug 1is
z}; offered for the treatment of s lifé-threatening diseese,

and (2) when the drug may have a @efinite potentiality
to @0 harm vhere we have to mezsure the good the drug
does agalost its possible hazards, But I agree that

the new drug procedures are not adequate to insure the

efficecy of drugs which are essentfelly inmocuous, Com-
missioper George P. Larrick testified before the Sensate

Subcommittee on Antitrust and Monomoly ob June 3, 1560,

as follows: "We would endorse a proposal that the rew

drug section of the Food, Drug, end Cosmetic Act require

a ghowing of efficacy as well as a showing of safety.”

2 I concur in this recommendation thzt the Food and

Drug Administratisn be given statutcry autbority to

£ e e Y T

require manufecturers of drugs to zzintain records

end eubrit reporis of clinical experience, particularly
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Recomrendation Comments

after the drug 1o relessed for sale. Senate B{1l 3815

" aram

intrcduced in the BGth Congress, 24 Session, specifically
provides for such recordkeeping and reporting. Thbe

Department of Bealth, Educetion, and Welfare submitted

v mpmt b e

thie bill as & propcsal to Congress to etrengthen the

Pederal Food, Drug, snd Cosmetic Act,

3 1 concur in this recomendation that FDA be glven

sy

statutory suthority to epply certification procedures to

all entimicroblal agents, The present lew now provides

ey b e

for certification for products composed wholly or partly

of any kind of penicillin, streptomycin, chlortetrecycline,

frnipec-

T

chloremphenicol, or bacitracin or eny derivative thereof,

Reccmaendation 3 would extend mandatory certification
procedures to all ontimicrobial agents whether produced 3

by living ricroor3enism or by any other reacs,

% I concur ip this recommendation that the inspection
authority be strengthezed to require that all drugs
be manufectured end packeged under edequste controls. g §
S 3615, propcsed by the Department of Heelth, FEducatlon, ; .
and Welfare, epecifically provices thet drugs be proe
duced under adequate coatrols cnd manufacturing proce 4
egsing, peckaging and storing, or be deemed to be ;'_

adnlterated within the reaning of the Act.

L

R Trw s
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I concur in this recommendation that tae informatica
supplied to physicisane concerning drugs be accurate snd
complete, The proposed revisions in the regulations
under Sectlon 502{f){1) as publiished in the Federal -
Register for July 22, 19¢0 vill aid--as far as the

Food, Drug, and Cosmetic Act will permit--in the con-

trol of false apd misleading promotion of new drugs to the

wedical profession,

The issue reflected in this recoumendation is an
ioportant one, I am asking that & careful study be made
of the orgarizational problems involved and, when this
study has been coompleted, I will make recormendations

to the President,

I concur in this recormendation that a concise record be
prepared for the file surmarizing the basis on vhich
the decision is wade to permit a new drug spplication
to become effective, I have asked Commissioner larrick
to submit proposals to me as to what needs to be dore

to carry out this recomendation,

I concur in this recommendation that the staff wembers
respons.ble far processing nev 4rug epplications be
supported f:lly in tueir icsistence that they receive
cczplete and depeniable sclentific Gata to sup;oTt nevw
drug applications, Thie Departzent {s aware of its

enormcus responsibility (o the clearance of nev
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drugs and entibiotics, and {t reccgnizes the importance
of and geed for comprehensive competent scientific data
and irformation on the safety and efficacy of nev drugs.
I shell continue to insist upon the fullest submission
of safety and efficacy date necessary for intelligent

study end evaluatjon of new drug applications,

I concur in this recommendation that FDA should tave a ih

wa’

sound recearch progrem on methodology and drug testing.
Such a research arogram 1s an essential part of the
Food aud Drug Adninietration's effort to improve its
enforcement speratiorns, We recerntly increased sur work

4in this area end plan to broezden {t still further, .

10 1 concur in this recommuendetion that the Commissioner

M PR

of Frod and Druge seex authority to establish an ad-

visory orgenization of scientific and technical experts.

A-x~ s

The complexity of present day new drugs and the constant

flow of progress and uew developments in the drug field
makes it essential that the Food and Drug Alministraiion "

have for 2te guidence the most ccapetent ecientific
8

Ao .

resources svaileble in the Urited States, I have asked :
Coxmissioner Larrick to meke appropriate proposals to me

for the impleuentation of tais recozmendation,
o

SCaiin
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Coments
T concur in this reconmendation that FDA needs exe
panded resources support, Without adequate resources
of both Tunds and nerscunel the great responsibilitz.ec
imposed upon the Pood and Drug Adminiatratic;n cannot
be met, I anticipate increesed reccgnition of this

fect,

DRUG & COSMETIC ACT
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Letter from Council odDrugs of American Medical Association

May 22, 1961

Dear Doctor:

we should greatly appreciste your serving as a consultant

assisting the Council on Drugs in its cvaluation of ....

We realze that you have many demaunds on your time, but feel
that you may vish to assist us in the evaluation of this agent in
particular since the manufacturer nsaused & general comment of yours se
& reference in what may or may not be & misleading fashion in the produet
brochure,

There 18 enclosed & collection of data, reprints, snd summariles

of punlishad papers supplied by the manufscturer. You will reoder invalu-

able sssistaoce to theCouncil by reviewing this material and providing

us vith your assésseent and evaluation of the drug... Your comments
are especially invited concerning the edequacy of the laboratory and

clintcal dats, usefulness, indicatfons and contraindications and toxicity

of <he 4rug; comiaruons with other similar drugs would also be helpful...
! tach drug description is designed to provide fair commeni and

=’ criticisa based on available evidence, whether or oot this is considered
H

: eiequre <0 establish usefulness, Thus, the monographs mey be elther

fevoratl= or unfavorable,
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Washington, D.C.
December 23, 1960

Honorable Arthur S. Flemming

Secretary of Health, Education, and Welfare
Washington 29, D.C.

Dear Mr. Secretary:

I am happy to submit herewith the report of the Special In-
vestigative Unit appointed by you last June to look into cer-

vain charges involving employees and operations of the Food
and Drug Administration,

The opinions expressed are the joint and several opinions of
the merbers of the Unit, without dissent. I trust that you
will find them helpful.

The other members of the Unit have authorized me to express
our appreciation for the very fine cooperation of the many
persons upon whom we had to call for help, from your own
office, Mr. Miles*® office, the General Counsel's office and
the entire Food and Drug Administration. We also wish to

tkank you for the expression of confidence in us which is
implicit in the assignment.

Sincerely yours,

/s/
Charles H. Kendall

Enclosure

737153 0—61—pt. 2——2




